SUMMARY In a study of histocompatibility antigens in adult coeliac disease the HL-A phenotypes have been determined in 117 patients and 149 of their first-degree relatives, of whom 94 had had a jejunal biopsy performed. There was an increased frequency of the HL-A 8 antigen in the patients and their relatives. Family studies showed no irregularity in the inheritance of both this antigen and the HL-A 1 and 8 haplotype.
It has recently been established by two independent groups that there is an unusual distribution of certain histocompatibility (HL-A) antigens in patients with adult coeliac disease. Falchuk and coworkers found that HL-A 8 antigen was present in 87.5 % of coeliac patients compared with 21V5 % of controls (Falchuk, Rogentine, and Strober, 1972) , percentages similar to those found in our study which were 87-8 and 29.5% respectively (Stokes, Asquith, Holmes, Mackintosh, and Cooke, 1972a) . Although the frequency of HL-A 1 was increased in both of these studies, it has been suggested that as there is a known genetic association between HL-A 8 and HL-A 1 (Cavalli-Sforza and Bodmer, 1971) , this increase of HL-A 1 may simply reflect the increased frequency of HL-A 8 (Falchuk et al, 1972) .
The observation of an increased frequency of HL-A 8 antigen in coeliac disease may be important for several reasons. The high frequency ofmalignancy in coeliac disease (Harris, Cooke, Thompson, and Waterhouse, 1967) raises the question of whether there is a causal relationship between altered frequencies of HL-A antigens and a malignant predisposition in man as has been described in animals (Lilly, Boyse, and Old, 1964 disease. As HL-A antigens are of predictable inheritance, an opportunity exists to study the inheritance of the disease from a new viewpoint. Coeliac disease is known to be familial in some instances although the mode of inheritance has not been clearly defined (MacDonald, Dobbins, and Rubin, 1965) . It is also recognized that quite frequently the disease may produce few symptoms and in such instances a jejunal biopsy is necessary for its exclusion.
This paper reports the results of HL-A antigen determinations in coeliac patients and in their firstdegree relatives many of whom have had a jejunal biopsy performed.
Patients and Methods
One hundred and seventeen unrelated patients with well documented coeliac disease having a characteristic jejunal biopsy were studied. This group included the 49 patients previously reported. One hundred and forty-nine first-degree relatives of 58 of these patients had their HL-A phenotypes determined and these included 101 relatives of 46 of the propositi who were HL-A 8. Fifty-two male and 42 female relatives had a jejunal biopsy petformed at or within 5 cm beyond the ligament of Trietz using a modified Choudhury-Cooke-Nicholson capsule (Roy Choudhury, Nicholson, and Cooke, 1964) and the data relevant to the inheritance of coeliac disease, as distinct from that of HL-A antigens, relate to this group alone. Anyrelative having the classical grade III abnormality (Roy Choudhury, Cooke, Tan, Banwell, and Smits, 1966 ) is regarded as having coeliac disease. Nine families were studied in which HL-A antigens were known in both parents and at least two children thus allowing the determination of haplotypes. In addition there were other families in which the distribution of HL-A antigens was such that the haplotypes and their mode of inheritance could be deduced.
A control group consisting of 159 healthy subjects and 109 potential donors for a renal transplant programme has been used. There was no significant difference between the healthy subjects and the potential donors with respect to HL-A frequencies (Stokes, Asquith, Holmes, Mackintosh, and Cooke, 1972b) .
Twelve HL-A specificities were determined using a modification of the microlymphocytotoxic method of Terasaki and McClelland (1964) .
Results Table I shows the frequencies of the 12 HL-A specificities in the 117 propositi with coeliac disease and in the 268 controls. A statistically significant increase in the frequencies of the HL-A 8 and HL-A 1 antigens was found (p < 0O001). Based simply upon the phenotypes there was also an increase in the combination of HL-A 8 and HL-A 1 compared with controls even when allowance is made for the number of comparisons (p < 0001) (Miller, 1966) .
Of the 58 coeliac patients who formed the propositi for the family study, 46 (Dick, Steel, and Crichton, 1972; Mackintosh, Wallin, Hardy, Ling, and Steel, 1973 
